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DATA EVALUATION RECORD

STUDY TYPE: Dietary carcinogenicity study in mice; OPPTS 870.4200b [§83-2b]; OECD
451.

PC CODE: 128940 DP BARCODE: 340368

TEST MATERIAL (PURITY): Flutriafol (93% a.i.)

SYNONYMS: a-(2-fluorophenyl)-a-(4-fluorophenyl)-1H-1,2,4-triazole-1-ethanol

CITATION: Hext, P.M. (1988) Flutriafol: two year feeding study in mice. Imperial Chemical
Industries PLC, Cheshire, UK. Laboratory Study: PM0637, Report No.
CTL/P/1930, June 3, 1988. MRID 47090354. Unpublished.

SPONSOR: Cheminova, Inc., 1600 Wilson Boulevard, Suite 700, Arlington, VA.

EXECUTIVE SUMMARY - In a carcinogenicity study (MRID 47090354), Flutriafol (93% a.i.;
Batch No. P10) was administered in the diet to C57BL/10JfCD-1/Alpk mice (50/sex/dose) for up
to 2 years at doses of 0 (two control groups), 10, 50, or 200 ppm (calculated to be 0, 1.1, 5.9, and
24 mg/kg bw/day in males; and 0, 1.4, 7.4 and 31 mg/kg bw/day in females).

No adverse treatment-related effects were observed on mortality or food consumption.

At 200 ppm, increased incidences were observed in discharge from the eye (both sexes) and
thickened eyelids (females). Body weights were decreased (p<=0.05) generally throughout the
study in both sexes (decr 2-8%). Overall (Weeks 1-104) body weight gains were decreased in the
males (decr 18%; p<=0.01) and females (decr 8%; not statistically significant [NS]); and
decreased (p<=0.01) food efficiency was observed in the males during Weeks 1-4 (decr 38%) and
1-12 (decr 21%). Additionally, increased (p<=0.05) platelet (incr 42%), white blood cell (incr
62%), neutrophil (incr 81%), and lymphocyte (incr 58%) counts were noted in the males.
Hepatotoxicity was also noted. Increased (p<0.01) liver weights (absolute and adjusted for body
weight) were observed in males (incr 32-37%) and females (incr 17-26%). Furthermore,
increased incidences (# affected/50 in treated vs controls) of minimal to marked hepatic
centrilobular fatty change were noted in the males (23 vs 1) and females (17 vs 0); and minimal
to moderate hepatic centrilobular hypertrophy were noted in the males (14 vs 0-1) and females (3
vs 0).
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At 50 ppm, a slight effect was observed on body weights and body weight gains in males. Body
weights were decreased by 5% (p<=0.05) on Week 104, and overall (Weeks 1-104) body weight
gains were decreased by 8% (NS). Furthermore, a treatment-related increased incidence of
hepatic centrilobular fatty change was noted in 6/50 males (1 minimal, 4 slight, and 1 marked
severity). The effects of the test compound at 50 ppm were considered equivocally adverse
because the effect on body weight gain was slight, only a single hepatic finding was noted, and
the severity of the hepatic lesion was only minimal or slight in all but 1/50 animals.

The LOAEL is 200 ppm (24/31 mg/kg bw/day in males/females), based on hepatotoxicity
(increased fatty change) in both sexes. The NOAEL is 50 ppm (5.9/7.4 mg/kg w/day).

At the doses tested, there was not a treatment related increase in tumor incidence when compared
to controls. There was an apparent increase in the incidence of generalized composite
lymphomas in the 200 ppm female decedents (100% treated vs 62% controls). Although this
finding was statistically significant (p<0.05), the difference was no longer evident when all
animals were considered (92% treated vs 81-91% controls). Furthermore, the effect was not
clearly dose-dependent. Dosing was considered adequate based on decreases in body weights
and body weight gain in both sexes, decreased food efficiency in males, hematological findings
in males, and hepatoxicity in both sexes.

This study is classified as acceptable/guideline and satisfies the guideline requirement for a
carcinogenicity study [OPPTS 870.4200; OECD 451] in mice.

COMPLIANCE: Signed and dated GLP Compliance, Quality Assurance, Data Confidentiality,
and Flagging statements were provided; however, it was stated that the Submitter neither was the

Sponsor nor conductor of the study and therefore cannot be certain if the study was conducted in
full accordance with 40 CFR Part 160.
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I. MATERIALS AND METHODS

A MATERIALS

1. Test material: Flutriafol
Description: Off-white powder
Batch No.: P10
Purity: 93.0% a.1.
Stability of compound: Stable in the diet for at least 9 weeks
CAS #: 76674-21-0
Structure:

Vehicle: Diet

Test animals
Species:
Strain:

Age and mean weight at
initiation of treatment:

Source:
Housing:

Diet:

Water:

Environmental conditions
Temperature:
Humidity:

Air changes:
Photoperiod:
Acclimation period:

STUDY DESIGN

In life dates:

Start: 04/01/85

e

N—N

OH
F

Mouse
C57BL/10JfCD-1/Alpk

5-6 weeks old; 19.1-20.2 g males; 15.5-16.0 g females
Animal Breeding Unit, Imperial Chemical Industries PLC, Cheshire, UK

Mice were housed 5/cage by sex in suspended stainless steel cages with
stainless steel mesh front, back, and floors.

CT1 diet (Special Diet Services, Ltd., Witham, Essex, UK), ad libitum
Filtered (0.22 um) tap water, ad libitum

18-29°C

17-74%

>15/hour

12 hours light/12 hours dark
9-10 days

End: Approximately 04/05/87

Animal assignment/dose levels: The animals were randomly assigned to the test groups

shown in Table 1.

%27
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TABLE 1. Study design ®
Nominal concentration in diet (ppm) | Dose to animal (mg/kg/day; M/F) ® | 104 week sacrifice; # mice/sex
0 0 50
0 0 50
10 1.5 50
50 7.5 50
200 30 50

a  Data were obtained from page 17 of MRID 47090354.

b  Dose to animal estimated by the reviewer by converting the nominal dose (ppm) to mg/kg/day using the conversion factor of
1 ppm = 0.15 mg/kg/day. Thus, this is an approximate value based on nominal concentrations rather than actual compound
intake, which was not reported in the study.

3. Dose-selection rationale: The doses used in the current study were selected based upon the
results of a 29 day feeding study in mice (report number not provided). In this subchronic
study, the NOAEL was 50 ppm. At 150 ppm, there were slight effects on body weight gain
and liver weights, and a variety of toxicological effects were observed at 500 ppm. Finally,
all mice died or were killed moribund at 1500 ppm.

4. Dose preparation and analysis: Dietary formulations were prepared by direct addition of
the test substance to 30 kg batches of powdered diet. The frequency of diet preparation and
storage temperature were not reported. Concentrations at each dietary level were measured in
16 batches (generally, every 1-2 months). Prior to dosing, homogeneity (top, middle, bottom)
was evaluated in this study at 10 ppm and in previous studies (report numbers not provided)
at 20, 100, 2000, and 5000. Prior to dosing, the stability of the test compound was
demonstrated in 60 and 1000 ppm dietary formulations for 27 days and 50 and 1500 ppm
dietary formulations for 68 days in previous studies (report numbers not provided). The
temperature during stability testing was not reported and is assumed to be room temperature.

Results
Homogeneity (% coefficient of variation): 1.0-2.2%, except 8.3% at 20 ppm
Stability (% of initial concentration): 95-100%

Concentration analysis (% of nominal concentration):

Dose Conc. Range (% nominal)
10 ppm 85-108
50 ppm 85-104
200 ppm 90-100
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All but 5 diets analyzed had concentrations that were within 10% of nominal levels. The
analytical data indicated that the mixing procedure was adequate and that the variation
between nominal and actual dosage to the animals was acceptable.

5. Statistics: Statistical differences between control and treated groups were expressed at the
1% or 5% level. All data were checked (method not reported) for unusual values and where
such values were detected the analyses were repeated omitting these values to determine their
influence on the conclusions.

PARAMETER ANALYSIS CONDUCTED

Body weight gain Analysis of variance (ANOV A) was used to determine differences among groups.

Body weight

Food consumption 2-sided Student’s t-test, using unbiased estimates of treatment group means by the least
Food utilization square means method, was performed for pair-wise comparisons of treated groups with the
Hematological parameters pooled control groups

Analysis of variance (ANOVA) and analysis of covariance (ANCOV A) on terminal
bodyweight were used to determine differences among groups.

Liver weights 2-sided Student’s t-test, using unbiased estimates of treatment group means by the least
square means method, was performed for pair-wise comparisons of treated groups with the
pooled control groups

Kaplan-Meier survival estimate of the survival function was performed.

Survival The logrank test was used to compare the survival distributions of each treatment group with
the pooled control group
One-sided Fisher’s Exact Test was used for pair-wise comparisons of treated groups with the
Neoplastic and non- pooled control groups.
neoplastic pathology

Peto’s test for positive trend was performed.

These statistical analyses were considered appropriate.
C. METHODS
1. Observations

1a. Cageside observations: All animals were inspected at least once daily for evidence of
morbidity or mortality.

1b. Clinical examinations: Detailed clinical examinations were conducted weekly on all
animals.

1c. Neurological evaluations: Although neurological evaluations were not performed in this
study; acute (MRID 47090408) and subchronic (MRID 47090410) neurotoxicity studies
were performed in rats, and these reports were submitted concurrently.

2. Body weight and body weight gain: The weight of each mouse was recorded on the day
that treatment commenced, at weekly intervals for the first 12 weeks of treatment, thereafter
once every 2 weeks, and at termination. Cumulative body weight gains were reported each
time the mice were weighed.

'l
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3. Food consumption. food utilization, and compound intake: Food consumption
(g/mouse/day) was recorded for each cage of mice each week for the first twelve weeks and
every fourth week thereafter. Food utilization per cage was calculated weekly for the first
twelve weeks from the weight gained by the animals per 100 g of food consumed.
Compound intake (mg/kg bw/day) values were not reported.

4 Ophthalmoscopic examination: Ocular examinations were not performed and are not
required by the guideline (OPPTS 870.4200D).

5. Hematology and clinical chemistry: At 12 and 18 months, blood smears were prepared
from a minimum of 10 mice/sex/group using blood from the tail vein. Leukocyte differential
counts were performed, and morphological appearance of red blood cells was evaluated.
Blood samples were collected by cardiac puncture from all mice surviving to study
termination, and the following parameters were measured:

X | Hematocrit (HCT) X | Leukocyte differential count*
X | Hemoglobin (HGB) X | Mean corpuscular HGB (MCH)
X | Leukocyte count (WBC) X | Mean corpuscular HGB concentration (MCHC)
X | Erythrocyte count (RBC) X | Mean corpuscular volume (MCV)
X | Platelet count* Reticulocyte count
Blood clotting measurements X Red blood cell morphology

(Activated partial thromboplastin time)
(Clotting time)
(Prothrombin time)

*  Minimum required for carcinogenicity studies (Cont. and HDT unless effects are observed) based on Guideline
870.4200 and OECD 451

Clinical chemistry analyses were not performed and are not required by the guideline
(OPPTS 870.4200Db).

6. Urinalysis: Urinalysis was not performed and is not required by the guideline (OPPTS
870.4200D).

7. Sacrifice and pathology: All surviving mice were killed by over-exposure to halothane BP
vapor followed by exsanguination during Weeks 105 and 106. All mice, including decedents
when possible, were subjected to a full necropsy. The CHECKED (X)) tissues were collected
for histological examination. The liver was also weighed (XX).
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DIGESTIVE SYSTEM CARDIOVASC./HEMAT. NEUROLOGIC
Tongue X |Aorta * X  |Brain (multiple sections)*+

X {Salivary glands* X |Heart*+ X |Peripheral nerve*
X |Esophagus* X {Bone marrow* X |Spinal cord (3 levels)*
X  [Stomach* X |Lymph nodes* X [|Pituitary*
X |Duodenum* X |Spleen*+ X {Eyes (optic nerve)*
X |Jejunum* X |Thymus GLANDULAR
X |lleum* X |Adrenal gland*+
X |Cecum* UROGENITAL Lacrimal gland
X [Colon* X |Kidneys*+ Parathyroids*
X  |Rectum* X |Urinary bladder* X  |Thyroids*
XX |Liver*+ X |Testes*+ OTHER
X |Gall bladder* X |Epididymides*+ X |Bone (femur)
Bile duct X |Prostate* X | Skeletal muscle
X |Pancreas* X |Seminal vesicle* X | Skin*
RESPIRATORY X |Ovaries*+ X |Harderian gland
X |Trachea* X |Uterus*+ X | All gross lesions and masses*
X {Lung*++ X |Mammary gland* (female only)
X |Nose* Vagina
Pharynx* X [Cervix
Larynx* X |Preputial gland (males only)

* Required for carcinogenicity studies based on Guideline 870.4200.
+ Organ weight required in carcinogenicity studies.
++ Organ weight required if inhalation route.

Eyes and Harderian glands were fixed in Davidson’s fixative. Skin, testis, and epididymis
were fixed in Bouin’s fixative. All other tissues were fixed in 10% neutral buffered formol
saline. The nasal cavity was perfused and stored. All other samples were routinely processed
and stained with hematoxylin and eosin. Pathological findings were graded as minimal,
slight, moderate, or marked.

8. Microbiological sentinels: Additional animals were used to verify that infection did not
compromise this study. Extra animals (5/sex/dose) were treated with 200 ppm Flutriafol or
control diets for 104 weeks and were checked daily for any change in clinical condition.
Moribund animals were killed and examined by a microbiologist. The results indicated no
evidence of disease or infection which would have compromised the study.

),



EPA's Records Disposition Schedule PEST 361 Scientific Data Reviews HED Records Center - File R176655 - Page 161 of 405

Carcinogenicity Study in Mice (1988) / Page 8 of 31

FLUTRIAFOL/128940 OPPTS 870.4200b/ DACO 4.4.3/ OECD 451

II. RESULTS

A.

1.

OBSERVATIONS

Mortality: No treatment-related effect was observed on mortality. Survival exceeded
guideline requirements of 50% at 15 months and 25% at 18 months in both sexes.

. Clinical signs of toxicity: Increased incidences of the following clinical signs were observed

at 200 ppm:

(1) discharge from eye (172 observations in 21 males beginning at Week 20 in the treated
group vs 60 observations in 9 males beginning at Week 43 in the control group);

(ii) eyelids thickened in males (205 observations in 20 males beginning at Week 40 in the
treated group vs 72 observations in 6 males beginning at Week 36 in the control group); and
(ii1) discharge from eye (240 observations in 18 females beginning at Week 17 in the treated
group vs 63 observations in 9 females beginning at Week 74 in the control group).

BODY WEIGHT: Selected body weights and body weight gains are presented in Table 2.
Body weights were decreased (p<0.05) generally throughout the study in the 200 ppm males
(13-8%) and females (}2-5%). Body weights were also decreased (p<0.05) in the 50 ppm
males on Week 104 (|5%) and females on Weeks 5-13, 31, and 59 ({2-5%). Overall (Weeks
1-104) body weight gains were decreased in the males at S0 ppm (] 8%; not statistically
significant [NS]) and 200 ppm (| 18%; p<0.01) and in the 200 ppm females (|8%; NS). The
effect on the S0 ppm females on body weights was minor and transient and overall body
weight gain exceeded controls. Other differences (p<0.05) in body weights and body weight
gain were transient and minor. The decreases in body weight were less than 10% and are not
considered to be adverse.
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TABLE 2. Mean body weights and body weight gains (g) at selected intervals in mice treated with flutriafol in the diet for up
to 2 years. *

Dose (ppm)
Week 0" l 10 | 50 200
Males (n=25-50)

19.4 20.2 19.7 20.1
2 21.3 21.7 21.6 20.6* (|3)
13 28.8 28.6 28.9 27.4**(|5)
51 342 34.2 33.7 32.3**(]5)
83 34.8 34.2 344 32.0**(|8)
104 33.6 332 32.2*(]5) 31.5%*(]6)
BWG (1-13)° 9.5 8.4 9.2 ({3) 7.3(123)
BWG (13-51)° 5.3 5.1 4.8(19) 4.9(]8)
BWG (51-104) ° -0.6 -0.6 -1.5(1173) -0.8 (145)
BWG (1-104) 13.7 12.8 12.6 (18) 11.2**(|18)

Females (n=22-50)

0 16.0 15.5 15.9 15.7
5 20.8 20.6 19.8**(]5) 19.7**(|5)
6 21.4 213 20.9** (]2) 20.5** (14)
7 21.7 21.6 21.3*(|2) 21.2**(|2)
13 23.6 23.7 23.2*(|2) 22.9%*(|3)
29 25.7 25.7 25.2 24.5**(]5)
51 26.8 27.0 26.4 25.8** (14)
104 27.9 27.8 28.0 26.4*(|5)
BWG (1-13)° 7.7 8.2 7.3 7.2 (16)
BWG (13-51)° 32 33 3.2 2.9(]19)
BWG (51-104) ¢ 1.0 0.8 1.6 0.6 (143)
BWG (1-104) 11.8 122 12.0 10.9 (18)

a  Data were obtained from Table 6-7 on pages 70-85 of MRID 47090354. Standard deviations were not reported. Percent
difference from controls, calculated by reviewers, is included in parentheses.

b A mean of the means for each control group (calculated by the reviewers) is reported as an approximation of the value for
the pooled controls (to which the treatment groups were compared statistically by the Sponsor). Survival was generally
similar between the two control groups, allowing the mean to serve as an approximation for the pooled controls.

¢ Body weight gain (BWGQG) was calculated by the reviewers from data presented in this table.

*  Significantly different (p<0.05) from the pooled control groups

**  Significantly different (p<0.01) from the pooled control groups

C. FOOD CONSUMPTION AND COMPOUND INTAKE

1. Food consumption: No adverse treatment-related effect was observed on food consumption.
Decreased (p<0.05) food consumption was noted in the 200 ppm males on Weeks 2, 11, 28,
32,36, and 48, and 1-12 (| 3-8%) and females on Weeks 6 and 48 (|5-7%). These
differences were minor and transient. Other differences (p<0.05) were observed in the 10 and
50 ppm treatment groups that were minor, transient, and unrelated to dose.

2. Compound consumption: Compound intake was not reported.

V.
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3.

Food utilization: Decreased (p<0.01) food utilization was observed in the 200 ppm males
during Weeks 1-4 ({38%) and 1-12 ({21%). Differences (p<0.05) in other treatment groups
were unrelated to dose.

HEMATOLOGY: Increased (p<0.05) platelet (142%), white blood cell (162%), neutrophil
(181%), and lymphocyte (158%) counts were noted in the 200 ppm males (Table 3). All
other differences (p<0.05) from the controls were minor and/or unrelated to dose.

TABLE 3. Selected hematological parameters in male mice treated with flutriafol in the diet for up to 2 years. ®

Dose (ppm)
Parameter 0P 10 50 200
Platelet count (x10%/L) 2084 2495 2317 2952%* (142)
White blood cell count (x10°/L) 7.67 7.65 11.16 12.45*% (162)
Neutrophil count (x10%/L) 1.79 1.79 291 3.24* (181)
Lymphocyte count (x10°/L) 5.52 5.50 7.85 8.71* (158)

Data (n=24-29, except 52 for pooled controls) were obtained from Table 10 on pages 95-96 of MRID 47090354. Standard
deviations were not reported. Percent difference from controls, calculated by reviewers, is included in parentheses.

Means for pooled control groups were calculated by the reviewers.

Significantly different (p<0.05) from the pooled control groups

Significantly different (p<0.01) from the pooled control groups

SACRIFICE AND PATHOLOGY

Organ weights: Increased (p<0.01) liver weights (absolute and adjusted for body weight)
were observed at 200 ppm in males (132-37%) and females (117-26%; Table 4).

TABLE 4. Liver weights in mice treated with flutriafol in the diet for up to 2 years. *
Dose (ppm)
Liver weight 0P 10 ’ 50 | 200
Males
Organ Weight 1.66 1.63 1.68 2.19%* (132)
Adjusted for body weight 1.64 1.61 1.70 2.24**% (137)
Females

Organ Weight 1.52 1.55 1.46 1.78** (117)
Adjusted for body weight 1.49 1.55 1.44 1.87** (126)

*k

Data (n=23-31, except 51-53 for pooled controls) were obtained from Table 11 on page 97 of MRID 47090354. Standard
deviations were not reported. Percent difference from controls, calculated by reviewers, is included in parentheses.
Means for pooled control groups were calculated by the reviewers.

Adjusted for body weight through analysis of covariance on terminal bodyweight

Significantly different (p<0.01) from the pooled control groups

Gross pathology: An increased incidence of single masses was noted in the jejunum of the
200 ppm females (8/50 treated mice vs 2-3/50 controls); however, histological evaluation did
not support an increase in neoplasia, and no further evidence of toxicity to the jejunum was
noted. Therefore, this finding was considered incidental.

W
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3. Microscopic pathology

a. Non-neoplastic: Increased incidences (# affected/50 in treated vs controls) of the following
findings were observed: minimal to marked hepatic centrilobular fatty change in males at 50
(6 vs 1) and 200 (23) ppm and in 200 ppm females (17 vs 0); and minimal to moderate
hepatic centrilobular hypertrophy in 200 ppm males (14 vs 0-1) and females (3 vs 0; Table 5).
The incidences of all other findings in the treatment groups were similar to the control

groups.
TABLE 5. Incidence of selected microscopic findings in mice treated with flutriafol in the diet for up to 2 years.
Dose (ppm)
Lesion 0 o* | 1w | 50 200
o Males ' o
Liver  Centrilobular fatty change (total) 1 1 2 6 23
Minimal 1 0 1 1 1
Slight 0 1 0 4 10
Moderate 0 0 1 0 8
Marked 0 0 0 1
Centrilobular hypertrophy (total) 1 0 1 1 14
Minimal 1 0 0 1 3
Slight 0 0 0 0 7
Moderate 0 0 1 0 4
Females
Liver  Centrilobular fatty change (total) 0 0 1 2 17
Minimal 0 0 0 2 2
Slight 0 0 1 0 4
Moderate 0 0 0 0 7
Marked 0 0 0 0 4
Centrilobular hypertrophy (total) 0 0 0 1 3
Slight 0 0 0 0 1
Moderate 0 0 0 1 2

a  Data (n=50) were obtained from Table 14 on pages 175 and 199 of MRID 47090354.
b  This study ran 2 control groups in parallel.

S5~
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b. Neoplastic: The incidences of neoplastic lesions are reported in Tables 17-18 on pages 281-
304 in MRID 47090354 and are included as an attachment to this DER. No treatment-related
effect on neoplasia was observed. There was an apparent increase in the incidence of
generalized composite lymphomas in the 200 ppm female decedents (100% treated vs 62%
controls; Table 6). Although this finding was statistically significant (p<0.05), the difference
was no longer evident when all animals were considered (92% treated vs 81-91% controls).
Furthermore, the effect was not clearly dose-dependent. This finding was extremely common
even in the controls, and was not considered treatment-related.

TABLE 6. Incidence [#affected/# observed (%)] of generalized composite lymphoma in female mice treated with flutriafol in
the diet for up to 2 years.*

Dose (ppm)
Group 0 0" 10 50 200
Decedents 5/8 (62) 10/16 (62) 11/13 (85) 6/10 (60) 15/15% (100)
All animals combined 29/32 (91) 25/31 (81) 25/27 (93) 14/19 (74) 33/36 (92)

a  Data (n=50) were obtained from Table 17 (page 286) and Table 18 (page 295) of MRID 47090354.
b This study ran 2 control groups in parallel.
*  Significantly different (p<0.05) from the pooled control groups

II1. DISCUSSION and CONCLUSIONS

A. INVESTIGATOR’S CONCLUSIONS: At 200 ppm, the following observations were
noted: decreased body weight gain in both sexes; increased platelet, white blood cell,
neutrophil, and lymphocyte counts in males; increased liver weights in both sexes, and
increased incidence of fatty change in the liver and hepatic centrilobular hypertrophy in both
sexes. Some evidence for similar but less severe effects on the liver were noted at 50 ppm,
and the NOAEL was 10 ppm. There was no evidence of treatment-related neoplasia.

B. REVIEWER COMMENTS: No adverse treatment-related effects were observed on
mortality or food consumption.

Increased incidences were observed in the following clinical signs at 200 ppm:

(1) discharge from eye (172 observations in 21 males beginning at Week 20 in the treated
group vs 60 observations in 9 males beginning at Week 42 in the control group);

(ii) eyelids thickened (205 observations in 20 males beginning at Week 40 in the treated
group vs 72 observations in 6 males beginning at Week 36 in the control group); and

(ii1) discharge from eye (240 observations in 18 females beginning at Week 17 in the treated
group vs 63 observations in 9 females beginning at Week 74 in the control group).

Body weights were decreased (p<0.05) generally throughout the study in the 200 ppm males
(13-8%) and females (|2-5%). Body weights were also decreased (p<0.05) in the 50 ppm
males on Week 104 (}5%) and females on Weeks 5-13, 31, and 59 (]2-5%). Overall (Weeks
1-104) body weight gains were decreased in the males at 50 ppm (] 8%; not statistically
significant [NS]) and 200 ppm (] 18%; p<0.01) and in the 200 ppm females (|8%; NS).
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Only, a slight effect on body weight and body weight gain was observed in the 50 ppm males.
A statistically significant decrease was only observed in the terminal body weight, and the
overall body weight gain was not statistically different. However, a 8% decrease in overall
bodyweight gain was noted, and the effect on the terminal body weight and overall body
weight gain was dose-dependent.

Other effects observed in the 200 ppm males included: decreased (p<0.01) food efficiency
during Weeks 1-4 (|38%) and 1-12 ({21%); and increased (p<0.05) platelet (142%), white
blood cell (162%), neutrophil (181%), and lymphocyte (158%) counts.

Increased (p<0.01) liver weights (absolute and adjusted for body weight) were observed at
200 ppm in males (132-37%) and females (117-26%). Increased incidences (# affected/50 in
treated vs controls) of the following findings were observed: minimal to marked hepatic
centrilobular fatty change in males at 50 (6 vs 1) and 200 (23) ppm and in 200 ppm females
(17 vs 0); and minimal to moderate hepatic centrilobular hypertrophy in 200 ppm males (14
vs 0-1) and females (3 vs 0).

At 50 ppm, a slight effect was observed on body weights and body weight gains in males.
Body weights were decreased by 5% (p<=0.05) on Week 104, and overall (Weeks 1-104)
body weight gains were decreased by 8% (NS). Furthermore, a treatment-related increased
incidence of hepatic centrilobular fatty change was noted in 6/50 males (1 minimal, 4 slight,
and 1 marked severity).

The LOAEL is 200 ppm (24/31 mg/kg bw/day in males/females), based on
hepatotoxicity (increased fatty change) in both sexes. The NOAEL is 50 ppm (5.9/7.4
mg/kg w/day).

At the doses tested, there was not a treatment related increase in tumor incidence when
compared to controls. There was an apparent increase in the incidence of generalized
composite lymphomas in the 200 ppm female decedents (100% treated vs 62% controls).
Although this finding was statistically significant (p<0.05), the difference was no longer
evident when all animals were considered (92% treated vs 81-91% controls). Furthermore,
the effect was not clearly dose-dependent. Dosing was considered adequate based on
decreases in body weights and body weight gain in both sexes, decreased food efficiency in
males, hematological findings in males, and hepatoxicity in both sexes.

This study is classified as acceptable/guideline and satisfies the guideline requirement for a
carcinogenicity study [OPPTS 870.4200; OECD 451] in mice.

C. STUDY DEFICIENCIES: The following study deficiencies were noted but do not alter the
conclusions of this DER:

No nose, pharynx, larynx, or parathyroid histological evaluations were performed.
Actual compound intake was not reported.

No historical data were reported for neoplasia.

Frequency of diet preparation and storage temperature were not reported.

Uy O 0 A

/ (7
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$  Only the liver was weighed.
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ATTACHMENT

| The following pages are excerpts from Tables 17-18 on pages 281-304 in MRID 470903 54. |
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FLUTRIAFOL./128940

FLUTRIAFGL : TWO YEAR FEEDING STUBY 1N MICE

ABL
INTERGROUP CONPARYSON OF NEQPLASTIC FINDINGS (AL ANIMALS) ABE
Metarg concentration of Flutriafol
10 50

NEQPLASTIC MORPHOLOGIES B
SEX: MALES ppo Ppm Ppa ppa ppm
MALES DN STUDY 59 50 30 1) 1]
ANIMALS COMPLETED 50 S0 50 50 50
!K:GILHED 50
e evttenmataigreeesorasiesanninsotenerarasesemanoen 49 4 ]
HISSING. ....o... ceeestssrcaiaas veereserrreresiranncs 1 g ] 1 ‘g
Cortica) adem..(BEmGu). R L TY T T 2 1] o 0 0
e 0w s
Y 48 48 D 4
MISSING.....o0vaeeane s seraenseasantataneatreantsenenn 2 2 [} 2 ?
Histiogytic’ "Sarcona. (MALIGNAHT)..... aasearerecdarterverosa s 0 i 0 [
ARG, p
PO 3 i 4 4 4
Histiocytic sarcoma. . (MALIGNANT) 1] 8 1 0 0
EPIDIDYMIS .
EXPARINED. .o iieiiiiinnoemurartontraismrrtnacostrsenin o £0 50 50 49 50
HISSENEL o scvesencronsmnnnsnsnetinnsnsnsmmnsnsomneneseneeesmes 0 0 0 1 ']
Histiocytic sartoma__( Cerveeyvarusbsisreseatuviveiens 2 0 [ []
Foomts ’
............................. F AN 2 2z 2 2
szrosarcm..(ML[GNAHI)....... aelerisataderrroressoannsiass 1] 0 0 0 ?
GENERALISED NEOPLASIA
NED. s vuioatansososvessrnspvnnnarann 29 19 23 30 26
Composit.e Jymphoma. . (HALIGNANT} v v - scoasnussnnaoye 27 17 21 26 24
W stic/1 ie 1 « . (MALIGNANT) )] 1 0 L] 0
isticoytic sarcoms..(MALIS Jesosansa 2 i 2 q 2
Lymphowa . . (MALI! TENANT e peeirvaesearsane 0 0 1 0 0
MRI!ERKM SLAND
D....... L P P R X T LYY PO TR 43 47 48 50 50
2 3 2 8 (]
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FLUTRIAFOL = THD YEAR FE;?"“.' STUDY IN MICE
INYERGROP COMPARISON DF NEGPLASYIC FIMDIMGS (ALL ANIMALS) PAGE 7
Dietars concentyation of l'1u‘2riafo]
10 50

NEQPLASTIC MORPHOLOSIES 200
SEX: MALES ppm opm poa pa P
MALES ‘OR STUDY 50 50 8 50 50
AREMALS CONPLETED 50 50 60 50 B0
HARDERTAR GLAND {CONTINUED)
Mem..(ﬂﬂﬂﬂl CPEseNA T IR T R RGPt 0BI B NEBEP SRR IO IR Tl 0 1] 3 0
Cystadenond.. (BERIGNY. .eveirveavrerrsvocosrreasarsosscararnasra 8 1 B 1] [1}
L e 0 5 50 50 '
esossomuuraciansroasziassncsssasieresenshonneatesasnare s0
Hepatoteliular adenowma. . {BENIGN)..... S 1 L] 1 1 2
Hepatocetiular carcinoma, .(MALY Jesosnarorrsarnaoreserenar 8 Q ] 1 0
AnQI0SArComD, . (MALIBNART) s oovrunsvavavorsnsrenisaracnessaseree 2 4 3 3 4
Histtocytic sarcoma.. {MALIGNANY)...... erisnievisuersinetarness 3 4 0 2 3
Lone
EXRMINED . . ..o ivcmnnicaninu i nmssomranasrivisinecaniasrn i toe 50 50 50 49 49
MISSINE. ., uarengpovnvancacce rvessanean ceramonns emsraranecaanen 0 [} 0 1 1
Aderomd,  (BERLENY cevrearerroecnrannnvans . 2 2 3 2 2
Adenocarcinona. . (MALIGNANT). . .saveatunuseeninosenisrrtsnminnaa g 1 0 1 0
LYMPH NODE-CERVICAL
EXARINED. 40 ocvmvavannn 43 48 49 49 29
MISSIMG. vovrennnnnnn Fi ? 1 1 1
Conposite Yynphoma, . (| (1} 8 0 0
LYMPH RODE- INGUTNAL
EXAMINED. cvscanevanaseansnssncasinstnnnncsmvananacans PO 1 ] 8 3 1]
Angiosercoma. . (BALIGHANT) ..o veessresonnaconsensssencarsesenne 8 7] 1 ]
l‘lHPHEWMD’Em ~VESENTERIC " e @ % "
MISSTHE.  oevvmvesmnnmsrrsncrnsnsanssnnmnenrsemssnnossnrsrnoe 2 3 ] 0 %
site 1 2 o (MALIGNANT) . c e sevenenns vesesresscranine 1 1 2 1 [
Histiotytic sarcoma..(MALY Yerroansaanasaranconnarasassone 0 1 1 1 1
Lynphoblastic/1ymphocytic Tymphoma. . (MALIGNANT). ..coneeunrirns 1 1 b} D )]
LYMPH NODE-THYHIC
EXAMIRED. o vveninrnr vivnoirnmrnsn 13 12 " 18 12

77/
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FLUTRIAFOL/128940

FLUTRIAFSL : TWO YEAR EE;;]NG STUDY 3% MICE

ABL
INTERGROUP COMPARISON OF NEOPLASTIC FINDINGS (ALL ANIMALS) pAGE
Dieta'rg concentrgglon of F‘lutriafo'l

NEGPLASTIC MORPHOLOGIES 9
SEX; MALES ppa ppor [ ppm [
MALES €N STUDY 50 50 50 50 50
ANIMALS COMPLETED 50 50 50 50 50
LYHPH NODE-THYMI {CONTINDED)
site lynphm..(muﬁ!wn semssceviesncesrerosrsosarantee 0 0 ] 1 0
IH jocytic sarcona, , (MALIG) Yreracrcencraresarrancracensins [ 1 0 (14 1]
PITULTARY GLAND
EXARTHED: sedeisaanonane chesecssnna a0 4 44 44 43
MISSING. eenasesseer serssannaane 10 7 6 6 F
Adencma.. (BEN]GN) saneveser ] 0 2 0
PREPUTIN. GLAND
3 S 413 43 43 49 418
ING ..... resumsamrssusrevamacentans sebarecisnse raeane 2 7 2 1 2
Histiocytic sarcwa..(mmwm.............................. i) 1 0 1
SKIN
EXARINED e e o evuvarorvumrsaissrasiasssesncrasansossasaacnanan e 50 50 50 50 50
Rhabdanyosarcoms. . (MALTGNART)}. . cieesscancnaans resnacsensrionre 1 0 (] ] 0
SPINAL CORD
EXAMINED. 0o erv .. setedsessscasernin 50 49 50 49 30
MISSING. .ouv.vevvarovenocnnres 1] 1 1] 1 0
Matignant neningit-a..(MLlBW) ) ] 1] ] (1]
SPLEEN
EXAMINED..« .0 vasunmnussmansaneinoiesubonsmn 1o woamansnssnmss 5& 48 50 50 50
MISSING. o caicnnienrarosivntartrosssiannvnnanrrsontnsnacrassnne 1 2 0 0 0
Composite lywphoma ..(HALIGNAM) ........... 0 b 1 0 0
Angiosarcona. , (KAL JGNANT SERART e . 1 8 1 0 |
Histiocytic sarcoma.. (MALIGNANT} .. v covearcioaacarnsceasasanse 2 0 1 [1] 1
STOMACH .
IMED. t 1o vccnsornocairasirusresseserassasronsnsescancscanne a8 A5 48 49 L4
2 4 2 1 3

MISSING........ Seaesnae LiaEsesseNboaveiRsssttseanEentRoinsbas
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FUTRIAFOL & TMO Y%LEE?)IIG STUDY 1IN MILE
INTERGROVP CONPARISON OF NEOPLASTIC FINDIRGS {ALL AHIWALS)

PASE: 4
Bietar ent f 4
NEOPLASTIC MO Lea1es .z concen ration of Iutr afol 200

SEX: MALES [ ppin pm ppl ppl
MALES OM STUDY 50 30 50 50 0
AHIMALS COMPLETED 58 50 50 L] £0
STS 1) . (BENIGN) ¢ MED) 1] 4]
quasous papilloma, reAbessstntosreonosaastriantananan [} 2 0
Papilloma..(BEN &'u....‘."................................... - 0 0 0 1 0
SI!BCUTMEBHS TISSUE
emsswsseseeanistirossasiiatiteretsbotetsbinsnne 4 3 2 1
erwn..(stm T T R sue [ 0 1 1] ¢
Neurofibrosarcosa, . (MALIENART). .......... 4] 0 ] ]
TESTIS .
EXARINED, .\ ooivaeaninaneiacsansermisssansnanass snstnnn nminn: o 50 50 §0 43 48
MISSTNG. <o vsesenneaneonvensennsensonornnre 0 [ 0 2 2
gﬁlign f.:ydig c{:e‘l'l %({uut:r..(BENm;... s ; g Q 1 0
dgnant teydig ce MOUP. . 0 [\] o
His!:?lll tic sarcoma., (MALIG M teemanee 2 1 1 1 1
mmlm
ioreesensarsarorcnaisatroresenasnnarce atusstseccsrians 38 4 42 41
MESSING. .. oececsnaanes Y T TR T T N 12 9 8 9 ﬁ
Compoxite lymphoma. . (MALIBNANT) . _.......uvuvceeesnromsnrmonsns 2 0 1 1 t
THYROID SLAND
EXAMINED. 82 47 49 48 47
BISSING. .. ierananiearascnccanias 8 3 2 1 3
Adenoma. , {BENIGM) . escacsanssnseas (1] 1 1 0 z
WLWM MUSCLE
EXAMIMED . e cvuenven-vmmssorcrnrevbercssarsasesnsenrissonsnacass 50 8 53 50 43
MESSTRG ., evooreninsssssstaansmeccrsorssransrsversotonnnnesanas 0 1] 0 D 2
Rhabdomyosarcoma. . (MALEGNANT)Y ... . viceaccacnnnnnconninmanusons 1] 1] 0 ] 1
ZVMBALS GLAND/EAR
FLUTRIAFOL, : T4 YEAR FEEDING STUDY IN MICE
INTERGROUP COMPARISON OF REQPLASTIC FINDINGS (ALL ANIMALS) . s
Distary concentration of Flutriafol
NEOPLASTIC MORPHOLOGTES 0 50 200
. ’ SEX: MALES 22 ] ppm PPN 2] PR
Fl STUDY 58 50 50 50 50
mﬂlw'HAIEg gmerm S0 50 50 50 50
ZYMBALS GLAND/EAR (cummuen)
Squamous cetl carcinoma. . (MALIGHANT) .. ce e me i e e 8 1 [ i3 0
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FLUTRIAFQL/128940
FLUTRIAFOL = TM vgn FE;DIIKG STUDY TN MICE
INTERGROUP COMPARISON OF HEUPLASTIC FIRDINGS {ALL ANIMALS) PACE:
Dieta neentr of lnt iafol
“MEOPLASTIC HORPHOLUGIES 0 rﬂ concent ’3"’" Figtr
SEX: FEMALES [ (-] Pom ppn ppm
FEMALES N STHDY 50 59 S0 50 50
ANTMALS COMPLETED 50 50 50 50 S0
ADRENAL GLAMD

EXAMINED. ...... 48 45 49 43 50

HISSING. . covsvsvsarttsnsorranisriorne Gorssosesesrbtanna 1 2 1 1 1]

Cortical 2denoma., ,{BENIGN)....osvaiau.imrassrasenanasmanvmnonnany 1 0 0 0 0

81 MDER )

INED G ..o oiiveosvnmitionasancinsiananne eanoesssini i ionnn 50 49 48 456 49
NISSIIG..... ...... sesssaaniruversnas 8 1 2 4 1
Histiocytic sarcoma. . (RALIGRARTY ..o morrennns oo ursrersarnon 1 0 0 ]

BONE MARRON

EXAMIRED. o4 sesnecerasevntosarsnerensaserstonssncnsossrasnsnnse 49 50 50 50 50

MISSENG, cvaveronarvonsnasnoontotsansonsasiaanaransesarvnrsnanes 1 0 & 0 [1]

Histiocytic sarcm..( TONANT Y veveenens tecastacrnatanirsrens 1] 4] [} 1 0

Angioma, . (BENIGN) «.ceen ivenincovenravrsnracansocseessvoornsne 1] 0 1 o 0

BBNE(FEWR)
..... e s seeenuaim s s s et EEIRAIOass Broranisanannnn 49 80 50 50 50

: e rnrsesonsractsconse PeveearamtereusreensteebontentnnT s 1 0 0 1] 0

Osteosarcomd., . (RALIGRANT ). asvu. s e caasnievasatatenssmnanancne 1] 0 1 ]

CERVIX
txnm 46 46 49 47 a6
........... q ] 1 3 4
msuocytic sarcnna..(musm'r) 3 2 2 3 2
GENERALISED BEQPLASIA 12 1 - )

.. MRuisissatsiattsatiistentressitatatiianaesiesassine,s . 9 kI
]‘ mhcad RIS 11 L T zg"?--;; 23$’l zgﬁB w74 mn9R
astic/Tympbocyt ic 3.s 2 0

1s focytic sarcoms. . mlm.......... . %’ g 5 g g

Hyelold leukaemfa, ,{MALIGNANT) . v vuescuvon aniriansernani,
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FLUTRIAFOL : TNO YEAR FEEDING STUDY EN MICE

INTERGROUP COMPARISDM OF MEOPLASTIC FINDINGS (ALL ANIMALS) . ;
Dietary concentration of Flniriafo‘l
3 16 50

NEOPLASTIC MORPHOLOGIES :
SEX: FEMALES ppR ppn Ppa pp PPl
FEMALES OGN STUDY 50 50 50 50 59
: ANIMALS COMPLETED 50 50 50 50 50
BENERALISED NEOPLASIA (CONTINDED)
Lymphona. (MALTERANT}. ... o wuiunn nesnnasnbagn svrmnmsnaan 1 [} 0 b 0
HARDERIAR GLAND
E!MIIED.... fer b Ear i anasEsEessseasEststosaatanasntsanrsas 47 49 4 49 50
'!E........................ ....... testedrsessinonvetasobat 3 1 1 1 1]
Mem [4:12 1111 ) T N 1 i 1 1] 0
JEJUNUR
EXAMINED. cocuuannnne. teeicetnntsonnantnosavesn . i 46 48 8 49
MISSING. ,vevemcvnannn. 1 1 2 2
Histiocytic sarmna..(HA!.lGﬂAm‘) [¢] ] 1] 1]
KIDKEY
EXAMIMED . o pocsunsocomsoumnsveronsaniacssnensnesoninanninnnmes st 50 50 50 50
Sarcona. (HALIGNANT) . caeevevmnna rbmie redRdeccasnBanerassernes 1] 8 1 )] 0
84
"EXAMINED. o4 vev.vnsracnie 50 50 59 50 50
ﬂepatncennnr adenma.. E| 0 1 0 0 1]
Angiozarcoma.. IE 3 1 9 2 1
Histiocytic sarcona..&ﬂ 4 3 2 4 &
Composite lymphoma..( IGNANT)............ ......... rresmmvess 1 0 ! ] 0
50 50 50 50 50
1 2 1 1 1
i g i & 0
LYMPH NODE-HEPATIC
EXANINED) ¢ o0 1vnve A 10 ? 7 16 9
3} 1 2 1

Coaposite iymphoma. . { (m.mumn
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FLUTRIAFOL @ THD Y%Alséigﬂllls STUDY IM MICE
INTERGROUP COMPARISON OF NEOPLASTIC FINDINGS (ALL ANIMALS)

E: 8
Dietary concentration af Flutriafol
NEOPLASTIC HORPHOLOGIES 5 10 50

SEX: FEMALES PP PR pp@ ppm PP
FEMALES 0N STUDV 50 50 59 50 50
ANIHALS COMPLET 50 50 40 50 )
LYMPH NODE-HEPATIL {CONT IRIEDJ
Histiocytic sarcoma. {MALIGHANT) .. ... anunaorrstanscirmaninnnn 0 0 0 1 ]
LYMPH NODE-MESENTERIC
EXAMIHED. ..ot icvuasiovanaiorsosareosuro niatsstmnniee 50 50 9 43 50
Eﬁgﬁi”"'ﬁﬁaﬁ i..’:iéws.. T g g % 3 g
Tym, . eouvntsarrincecrssotostasosanas
Histioc*hc sarcoma. . (HALIG ).............................. Q 2 1 1 0
oblastic/lymphocytic Tyaphoma..{RALIENANT)....... eavniaan 0 3 0 0 0
LYMPH NODE-THVHIC
EXAMINED, .. P R P - 13 21 1 1" 18
MISSIAG.... esvssresestueniravrnaetirate 1 1] 9 ¢
Mistiocytie sarcm..(mLIGHMT) ceamasver e uareIsIIiuIRES ] 0
GVAR
EXMINED‘.,..........................»... T T TR PN 49 50 49 49 46
MISSTHG. . c0snrevenacsroenscncsarersannncanss . b] [ 1 1 4
Adendna. . {BE ml)................... PR 0 ] 1 1 1]
Sranulosa cell tumour,, Ei Il}... -0 0 [ 1 0
Histiocytic sarcoa.. (WA ).. 0 0 q 1 0
Haeuangioma. . (BENIGH). .. . 0 1 0 0 0
Plﬂl!l’m GLAND
FABIRED s vanrvumninucan 1 anntaeioriansuneebor doen nsinsanne a6 45 41 45 42
HISSHG...... ...... sewsaEEEter T EAsads s tadresrtanrrsasenias 4 L 9 8
Adentuma. . (B lIIGN)... R cennn 9 11 11 10 6
Csrcinoma,. .(rﬂdGﬂﬁdT].........,,..-..... Y R T P T Y 0 [} 0 D] 1
SKIN
EXAMINED . o0 svaensimai cnavannn unn anananen 50 5D 50 50 £Q
Fibroma...{BENIEN} ...us.asuannn o o tereenee 0 1 0 0 0
SKULL :
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FLJTRIAFOL ¢ THD V%AR EEEDI!B STUDY EN MICE

INTERGROUP COMPARISOR OF MEDPLASTIC FINDINGS (ALL ANIMALS) i °
Dietary concentration of Fluiriafo'l
3 10 2

NEOPLASTIC MORPHOLOGIES 50 a0
SEX: FEMALES Ppm PR PPl ppa ppm
FEMALES ON STDY 50 50 £0 50 54
ANIMALS COMPLETED 50 50 L3 50 50
SKULL {CONTINIED)
Osteosarcoma.... {MALIGRANT} ... -couwueunnnarscnsasasemonismnnn o D 0 ] ) 1
- SPLEEN
. EXARINED. . Sonipamariiis ‘.....;.... eavarseaitatanrnasiasnases Sg 5g Sg 53 53
Composite haaa.. NALIGNANT ) cccvocrvacaccrorencecsnrencrens
g::;rcﬂﬁ‘ ePreRACIN POV s tIsainibocsodtosnanman 0 0 1 8 0
Histiocytic sarcma AMALIBRART ) oo coevnisonccesnrannacasaenss a [} 0 -] 1
O 188
B "“‘ T ; 3 2 s
TOSAreond . « {MALY amsessasersesst s riacoRysIbeTre P
Histiocytie sarcome.. (mfxsmm 0 1 1 0 0
THYMIS
zxmmeo................................. [ 44 47 46 42
MIS5ING. e0nae PP 4 [ 3 4 ]
Histiocytic sarcoma (I(AI.]GMNT) RPN 8 1 1] 13 [}
MISSING, cqsusverssscnsscancasinosoosnncses veseserevanestn 1 5 1 4 3
S(BERIGN} .. .conicnrecsranse esetesccdbresnnessrassrsena 1 0 1 0 0
Parafallicular call timour.. (BﬂllGN) freseabearoniorttnrontns i} 1 0 ] a
UTERUS
ERAMIMED. o et unie voevrannnnnnennsean cmmavnms o peneeassanns 50 49 2 50 54
MISSING. i suvresranavasscrasanronnane tessnvsseresrannnn 1] i i [ i}
ACNORA. o (BENIEN) e e vorcenasraerosiariarssnsancnan severresanans 1 0 0 b D
Adenpcarcinona. . (RALIGNANT ) . o .vaeeiinionccecnsancamiccansnns 1 0 0 [} 1
Histiocytic sarcm..(HALI )............................‘. ‘1) g g g ;

Lefomyona. . (BEMIEN) . v ivu-aviricunsnresssnensirsiasaanses

FLOTRIAFOL : TMe YEAR FEEDING STUDY IN MICE
INTERGROUF COMPARISOE OF NEOPLASTIC FINDINGS (ALL ANIMALS)
'AGE: 10

P,
NEQPLASYIC HORPHOLGGIES Bieterﬂ cmcentr?gion of Hlsnsrufol

SEXs FENALES ppa . Pm ppa opw ppm
FEWMALES OM STLDY 50 1
AUMES COWPLETEY 39 4 i 2 4
UTERUS CONYINUED,
Angiona. .(BENIGN)......................5.........?............. ] ] 1 0 ¢
Conposite lymphema. . (MALIGNANT].......... evtascbesirarbanansas 0 0 0 1 0
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FLUTRIAFOL : TWO Y%AMBI FEEDING STUDY IN NICE
INTERGROUP COKPARISON OF NEOPLASTIC FINDINGS (IMERCUIREHT/TCR‘HIMI.)‘W;

NEDPLASTIC MORPHOLOGIES

RENOVAL REASON: INTERCURRENT SEX: MALES

MALES ON STUDY
ANIKALS COWPLETED

EXANINED...... T R

MISSING. . covomnecrcssacoveasenarcaran Cesetomammnneace vensseae

Corticat adenoms, .{BENIENY,certaiearvicacrcorrenssncronsenenss
BONE NARAOW

EXANINED, , eirersvesescermen wnabeeneben

mstioc_yﬁc sm:nn. .(NALIWT)........ ...... restencesynanann
EPIDIDYMIS

EMHI L T

msuocyt"fé'ii.iéaaii'iﬁéiimm """ i.'ZI.II:::.:ZIIZIIIZ'ZZI:ZZZZIZ
FODT/LEG

EXAMINED, .o v vovneisssneea eBeTEveIRAreeIPsIIINTILULIIUTILTIIITIN T,

NED, .
Fibmsarcm..(unusm'r).....................-..... cesssanues
EENERALISED NEOPLASIA
XAMINED, .

sssvqasucren ...--.-..-.-.o;oo-.

Couposi;.e Lytphan;' 3. - (MALIGNAN A
astic, m)noq{hc
His 1ocyuc sar
Lymphotsa. . b DR
HAROERIAR GLAND
EXAMINED. ...

EQSZZ(miéiﬁiﬁZI

........... veevye

‘4ssaentsrvusraverrnaG

H 1
metarx concentration of Flutriafol
10 50

[ 200
Ppm PP PpR FpPa ppa
50 50 50 50 50
25 22 2 19 25
25 20 22 19 25
1] 2 [ 0 0
1 ¢ 0 g [}
25 22 22 19 5
0 /] 1 a [}
25 22 22 B8 »
1] 0 g 3 0
0 1 9 0 a
2 1 1 [
1] ] [ (] 1
10 s 10 n 10
8 3 8 ? 8
0 1 [ ¢} 0
2 } 2 4 2
0 0 1 0 0
23 20 20 18 25
2 z 2 0
0 a 0 1
25 22 22 19 2
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FLUTRIAFOL : TWO YEAII FEEDING STUDY IN MICE
IM!RE'(NJP COMPARISOR OF NEDPU\ST[C FIHDINGS (INTERCURR!.HT[TERHM)

2
Dietar cncentrat ofntifl
NEQPLASTIC MORPEOLOGIES i Yon of T e
REMDVAL REASON: INTERCURRENT SEX: MALES ppa oo p;w m . ppa
MALES OR STUDY 50 50 50 50 S0
ANIMALS COMPLETED 25 2 22 19 25
LIVER ‘ (CONTINUED)
Angiosarcoma. . (MALIGNANT) ccccvuoncacnenseasionncceransenarsnen } 2 1 0 3
Histiocytic sarcomd. (MALIGNANT ). caoiverncivanvsuaasnrnosanae 3 4 0 2 2
mEXAII 25 22 22 8 23
..-AII..II.I.I.lll......'..l."'l.'.'.‘...". uuuuu anbs l
HISSIRG.evorrracscorancarvesancannones 0 ] 0 1 1
Adenoma., (BERIEN)coviseern vesnenvacanansanse nmma nmrvman 2 1] 1 0
LYWPH NODE-CERVICAL
mm reseveacaverarecancensnnrnas zg 2‘{ 2‘{ 13 z;
“ié.i....... (RALIGRRTS 3 1 : S 5
LYNEH KODE -MESENTERIC
EXAMINED, vvueeviiannnnan rheearanvae wesrrsestnainesrsonenvinne . 23 1B 22 1 23
RISSING.............................. P, 2 4 [] 0 2
ynphoea. . {(MALEGHANT) v enenrane PPN 13 1 1 [/} [
lﬂstioc*tic sarcoma. . (MALTGNART)...ccverueennrren [ 1 1 1 1
sstic/Iymphocyt ic lymphoma.. (WALIGNANT). . 1 1 B ] 0 1]
PITUITARY GLAND
Em 1808 REcaLEssnaRAs 20 B B0 PO E i A i vs O Ree e 17 19 19 14 22
e bsetoasantonaaarassidninnnnaney trmeaitersanana sasan 8 3 3 5 3
Memna..(BEnlsu)............... sesutresssasariresacsssrasesan ] [1] e 1 0
PREPUTIAL GLAND
EXAMINED. cecvovensvncncorannsrcisnrasesssssnsrontssanssassena 24 i7 20 13 24
MNISSING, cocccoccssosnrvatasnaane ne 1 5 2 1
Histiocytic sarcoma. . (MALIGNANT). ... 0 0 0 0
SPIIN. CORD
IAMIMED, .. ..ovnernnnroncnauasnnen A 25 1 28 19 25

H!SS!HG,................... Snnestiranaesessacianiotns mannane Q 1 ] 0 0
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FLUTRIAFOL/128940
FLETRIAFOL ¢ THO V;ELEEEDING STUDY IN MICE
INTERGROUP COMPARISON OF NEDPLASTIC FINDINGS (INVERCURRENT/TERNINAL) .
Diatary concentration of Flutriafol
HEQPLASTIC MORPHOLOGIES . 10 50 200
RENOVAL REASON: INTERCURRENT SEX: WALES PP ppo ppo ppe pon
MALES ON STUDY 50 50 80 50 50
ANIFALS gﬂﬂﬂm 25 F4 22 19 Fi3
SPINAL CORD (CONTIHUED)
Malignant meningioma. . (MALIGHANT) .o o nisannomonmman anne 0 1 ¢ 0 ]
SPLE]
EXAHINED .wevvvio iuenesen 5 20 22 19 25
HISSIM;{..._;...'.'... im’.ié' 5 3 5 g g g
Comppsite Iymphama.. NANT
Angiosarcoma. . (HAL 1 [ 0 [ ]
Histiocytic sarcoma..( 2 0 1 0 1
TEST1S
EXAMINED ..o voessscvnaacianarrucsonce 25 22 22 17 23
MISSING. cocevavvancoconcrvacaqassasosroreemcasnasnonnmansnnnnn 0 9 0 2 2
Benign Leydig cell tmwr..(!ENlGH 1 9 g 1 0
Ha‘li num: Leydig cell umu . . (MALJGRANT 1 0 0 0 2
lﬂst otytic sarcoma. . (MALIGNANT) ..... ... e 1 [1] 1} 1] 0
THYMUS
EXAMINED . s carorvcnarrmenvianniineyanmsorronsatsenssressesimue 18 15 17 18 18
HISSDE........ ........................... retecvans vess .e 7 7 5 1 7
Composite yIphm..{HnLIGMNT). sererstsstesintrsaereraaresas 2 [}
THYROID GLAND :
EXANINED., . cuvee . 19 13 a 18 24
HISSING. ./ evoar [ 3 1 1 1
Adenoma. . (BENIEN 0 0 [} 0 1
YOLUNTARY HJSCLE :
EXARINER. .o vovesnmonnmnnuoscnuossnun 25 2 22 19 24
RISSING..covvvtsanoorcersvsiverasarnencny . corosssane 0 g g 0 1
Rhabdonyosarcc-n..(Mu.lﬁlwn’)...-..............‘.._............ 0 9 0 0 1
ZTIBMS GLNID/EAR

FLUTRIAFOL : TWO V%ARLEEggIHG STUDY IN HICE
INTERSROUP COMPARISUR OF NEOPLASTIC FINDINES (ImCURREHTﬁERHIHN.)

4
NEOPLASTIC NORFHOLOGLES nietarx concentrg‘t,inn of nggrlaf‘ol

REMOVAL REASON: INTERCURRENT SEX: MALES PR (] pp P ppu
‘ FEMALES ON STUDY 50 ;
ANTHALS COMPLETED 25 g gg ig ;g
IYHBALS GLAND/EARR (CONTINUER)

Squancus €€13 Carcinoma... (RALTGRANT)....e1 seusuonnnr o temenonnn o 1 o 0 0
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- FLUTRIAFOL ¢ TW3 Y%ﬁﬁ FEEDING STUDY IN MICE

'ENTERGROUP COMPARISON OF NEOPLASTIC FISDINGS (IHTERCWREN'UIERHHML)
. Matavx concentration of Flutriafo]
NEOPLASTIC MORPHOLOGIES 10 50

REMDVAL REASON: [INTERCURRENT SEX: FEMALES o0 ppn ey Ppm ppm
e —— .
FEMALES O8 STUDY 50 50 50 50 50
ANTMALS COMPLETED Fail 9 26 24 27 gf-...__\
BOME HARROW
EXAMINED. .. ... sERsaAteseatEIRaLerdsssssatatracsatoitereitarnate 19 9 26 24 F44
RIS NG . coctorronsesttsrontnminsnsesastnssronnmonss seevesranse 1 0 0 1] /]
Histipcytic sarcond..{MALIGNANT ). ..vavue Voenrrrun rnarnn . [ 0 a
CERVIX ’
Exmusn..‘ 18 27 25 22 25
HISSING. s nsnaves 2 2 1 2 2
!ﬂstiocytic sarcon 1 2 2 1
G%lsm HEQPLASTA 8 16 13 113 15 /
............... IO § LY
homa. . (MALTE 5L 1527 NEY 6397 18 [0
ob!ast Iy!phol: ic 1 (1} 1] ] 2 0
ﬂ"%‘?ﬁ’i;ﬁg" mmmm | H ? 2 2
8]0 epia, . setsscsncasivie
Lgllphma BNAN‘* R O P T T P 1 1} 0 1] o
HARDERTAN GLAND
EXAY 18 28 26 23 27
¥ 2 1 0 1 [
Adepoma. . (BENIGN o 0 1 0 0
JEJUNWM
EXAHINED.. . e L B e B e S e n s e Ra R s b e b naas 19 25 24 22 6
MISSINGav:s voas ersersssisniabannae cevEessntiasaaas ereses 1 4 2 2 1
#istiocytic sarcoma, . (WALTENARTY .. -0 20 Toi il il 0 (1] 0 [ 1
KIDNEY
EXAMINED. .. .vrcvcrirtonnrne e sraseneniarancmensanortsnacnenn 20 29 26 24 27
Samu..(NALIGNAHT)...“. Ceeimastastcaienatancans cererensnnne ] [1] 1 0 0

&y
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FLUTRIAFOL

¢+ TWO YEAR FEEDING STUDY IN MICE
TABLE 18

INTERGROUP COMPARISON OF NEOPLASTIC FIRDINES (lIﬂ'ERIJm.iIENT/'l'ERMllll\!.)PA

HEOPLASTIC MORPHOLOGIES

REMDVAL REASON: INVERCURRENT SEX: FEMALES
FEMALES OR STUDY
ANIMALS CONPLETED
LIVER {CONTINUER)
Angiosarcoma. . (MALY

H}“joc_ytic sarcm (ml tobdbRodesybesrImIPIRS
Conposite Tymphoma. (MALIGIWIT) o o

LING
EXAMIN sn...
Adencgd. . ‘BE eoeasesmsnesansacsrnantenseten
Adenocarcinema, . GNANT

L!HPH NDE-HEPAHC

-----------------------------------------------------

MNED.
Cnnpns?te lyl:ohona..(HALIGRMT).............
LYPEIPM N(DE-HESENTERIC

Y Y S Y Y T Y Y YT T PR T PR PO

" mbsavIIIRAEILIERT Y

o Tyrhoms. - (WAL TGHART
e Tiocytic TonCoa. (MALT

4ssviscansesvensravabsiuera s o

Lymphoblast ic/Tyaphocytic 1ymphoma. . (HALY

CranssrEredse oo

OVARY
EXAMINED o o to covivmmmi s iaanns

LEAARE TR IRE ST R LI PRTY B LY T

sxven

H‘IsttocytSt: SAFCORA, » (MALIBNANT 1 smorses s s s ereenme
PITUITARY GLAKD

EXARINED. o .ue .o vt v wumrv g rasseruarammnnsinnmen a iaeypnn

MISSING...cuus vasenr sinessrmvevennee eranes

m.. Bﬂll saresnsotesarorsareent
SPLEER

EXAHINED ... .pi o ot v i iars i snm s e e sa s

Dietnrg concentr'asfm of F'I%riaﬁﬂ

ppa Ppm P ] Ppa
S0 50 50 50 50
20 23 26 24 22
1 1 0
3 3 2 i %
H 8 1 8 0
20 2 26 24 27
0 1 1 1 0
1 0 ¢ 0
7 8 7 6 3
0 0 ] 1 0
20 29 25 22 27
0 0 i 2 o
2 i 1] 0 ]
0 I 1 1 0
[ 1 0 o 0
2 29 26 23 25
[ 0 0 1 2
1 [ 1 1 0
0 a 1} 1 U
18 27 18 20 21
2 2 a 4 6
3 3 3 2 3
0 B 0 i} 1
20 29 26 L 27

FLUTRIAFGL ¢ TWO V%.:g LléEEDHB STUDY IN MICE
INTERGROUP COMPARISOR OF REOPLASTIC FINDINGS (IMERMTHEINIHAL)

NEOPLASTIC MORPHOLOGIES

REMOVAL REASON: INTERCURRENT SEX: FEMALES

FENALES Ok STUDY
ANIMALS COMPLETED

(COATINED)

Culpn tte lymphoma. . {NALIGNANT) ceacacaes
Ang:o:arcona..(ﬂt SMIT) )
Histiocytic sarcomn. .(MALIGRANT).. .......

SUBCUI'A;{‘EGJS TISSUE
nbmsarééié::(&iiiamrr"'"Z.l..:."“
Histiocytic sarcoma, . (MALIGNANT)

R N L R R TR R R T T PR Y

UTERLS
EXAMINED. . covovvernconanan
Adenacarcinome. . (MAL GRRF s assanatieannasaana
Histioeyt ic sarcom.-(ml

Leiomyoma. (BERIGH). .c.nveuiivanonn

(ZERYE R R Y RN sasnenaces

Hemwa@nn tanEan L Vv

Diet entration of Fl riofol
ara conc ?own go

200

P pea pp o] ppa
50 50 50 50 50
20 29 26 24 27
0 9 1 0 ¢
o 0 1 [ 0
0 ] 0 1
6 2 3
0 8 1 o o
1 0 0 ]
20 20 26 2q 27
g 0 [ 1 [}
1 ¢ 0 0 0
1 2 1 2 1
) 0 0 1 1
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FLUTRIAFGL : TWO '{Ezl FEEDING STHDY IM NICE
INTERGROUP COMPARISON OF NEOPLASTIC FINDINGS (IHTERCURRENT/TEMINAL)

Dietar; concentrahun of ﬂutr‘iafu'l
NEQPLASTIC MORPHDLOGIES 3 13

REHDVAL REASON: TEMMIRAL SEX: MALES ppa Ppa ppm ppl ppan
MALES ON STUDY 50 50 50 50
ANIHALS COMPLETED . 25 28 23 3 gg
ADRENAL GLAND
EXAAINED oo vssurascoararraseonerorersovosnonsvosncsnaanisancs 24 -] 28 30 23
[ 1 e PPN Ce e estacettsthUre atssustann 1 [ 1] 1 2
Cortical adencaa... (BEN]&N) NN YR Ra BRI e s BRe . 0 8 ] )]
EXM]HED. 24 z 23 3 24
HB . iovronan~ -u-.uu-u. 1 1 [} ] 1
Histiocyuc sarcoma, . (MA 1] I (1] 0 0
EP%MS 25 i) 28 a) 25
ussmcyué sarcoma.. (RALIBRANT) . coo oo oot iiniiiniiiinil 2 1 i 0
GENERALISED NEOPLASIA R
EXM] HetmseRAsesevdNatessaaccaassascteerPanFeBONYvans crenr 19 11 13 19 16
ms\te lynphma..(HALlSNAllT).............. ersacssreanenans i) 14 13 15 16
HARDERIAN ELAND .
EXAMINED cccsenssssescsnnssonieninesncecssosassaersasnssssensen 25 27 28 31 25
HISSING...... Q 1 t 0 )]
Cystadencaa. . (BERIGN) . 1] 1 0 0
LIVER
mﬁmi..;& ...... (ﬁ:ﬁiéﬁ”"“ SO R 22;: zg 2? 3} 22
eflutar NoM3. . (BLNIGN)..uaene esessvssirensssasssntas
ll:g:toce‘nu‘lar carcinoma. , {MAL IEHN(T) revesmncerarve 1} 0 0 1 0
Ang C0R2. . (HALTEHANT ) . e v ecervrorerarancarncasn . 1 4 2 3 1
tloc,ytic sarcomd, . (MALIENANT).cverraorseetnsnanns o 0 0 g 1
LIS :
20T E (T 2 o U N 25 a8 28 31 25

FLUFRIAFOL : THO TEAR FEEDING STUDY IN MICE

TABLE 18
ENTERGROUP CONPARISON OF NEOPLASTIC FINDINGS (INTERCURRENT/T ERHINAl)p :
Dietary concentration of Flutrfafpl
5 10 50

200
NEOPLASTIC SORPHDLOGIES
REMIVAL REASON: TERKINAL SEX: MALES ppa o] e PR wu
1) 4 50 50 £0 50 (1]
M%E &SIETED 25 F43 28 31 25
{CONTINUED) 2
NODBA . o (BENIGN) e v vovrosctatcacavaceasinsirvrvesetrsrosansres 1 0 3 1
ﬁggnocan: nome, . (MALIGHANT ) .0 0vonves seveamiasemunn teacamsneien 0 b 0 1 [1]
LYMPH MODE-INGUINAL .
g 0 0 1 0
EXAMINED. s sovaspevevureassosn R P R Y T
Angiosarcoma. . (MALIGHANT) ......cc00un cerissreanpansasenavirne 0 ] 1} 1 4
D ritoaceeenesessrssasnsronsesssorcre 2 2 2 3 2
Conposite 1ymphoma. (DMUGIWIT)............................... 1 0 1
D I @vvasnssassesnresnsnsanie 6 ¢ 7 ) s
Compos e ) (HM.]GNMT).... g 9 g a H
Histincytic sercma..(l(AlIGleT) ceatassasuna
PIPHTNI}Y ?.......,,.........'...................................-..‘.... Z; 22 23 3? 2:
MISSING . seannanupsoctasssinnsessaansssrossesismstovsscsastonate
Monou..(BENlGH)............................................. 1 0 [} 1 0
PREPUTIAL &LARD
PR 24 26 28 31 24
JUE D er e I 1 3 5 g 1
Histiocytic sarcona..{mumum).,. " 1 9 1
SKE’X'MINED..... FE R T I Y TR T PR PR P 25 28 28 33 23
Rhabdouyosarcm..(mueﬂlm)..............ﬁ--......m.....,..,"._-‘ 1 i 0
spégﬁlﬂm....‘.., R S R R R TR TR 25 28 38 31 25

/5%
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FLUTRIAFOL/128940
FLUTRIAFOL : TWO V%LFEEQIHG STUBY IN MICE
IKTERGROUP COMPARISON OF NEOPLASTIC FINDINGS (IIITERIZIIRREM)IERNIML) 10
Metarﬂ concentrat fon of F'Iut1 iafol
C HORPHOLOGIE: 0 10 50
REHOVAL REASGN' TERMINAL SEX: MALES ppo [ ] Prm ppt ppa
MALES 0N STUDY 50 0 50 50 50
ANIMALS COMPLETED 25 8 28 3
SPLEER {CONTINUED)
Angiosarcoen.. {MALIBRANT). . c.onienarn sasnsmnsnanu crninnammens 0 ¢ 1 (] 4]
25 o] 23 30 25
0 0 [} 3 0
Squsecus papi {BEAT 1 0 0 2 1]
Pap‘lﬁaua..(BENl@l)..m Weiamdmesnuante L] 0 ] 1 0
SUBUII'AHEQUS TISSUE
......-- cencaupessttoensers P Y 1 0 1 0
F'lbrm.‘(BE ........ s itaiessteacbevcesaanncoracarmanorie 1) [ 1 [} 0
Neuroﬁbrosarcm..(m NANT)............................. ve 1 0 i 0
TESTIS
EXRMINED eevvoes aeassubrasthbatreritestatelesssteacnrira 25 28 28 31 25
Histiocrtic sarcm..(MALIGNAM). veevasuiostrasencinasmonatse 1 ) 1 1
THYMUS
EXAHINED ..o conenvrvorrononvaconianrstssroasaretsranrosscccosas 20 26 25 23 21
BISSING . e e rctenervenancrosinsoanoanns 5 2 3 ] 4
Composite 1ymphoma.. (MM.IGNART) assavee. 0 [ 1 1 L]
THYROID SLAND
EXAMINED. v vian vcomsncns o RPN 23 28 27 31 23
HISSING ) ennene s e 1} 1 1] 2
Adenoma . (BENIEN).....eovuverecacan . 1 [¢] 1
FLUTRIAFOL @ TWD YWLEE%ING STUDY IN MICE
ENTERCROUP COMPARISON OF NEGPLASTIC FINDINGS (INTERCURRENT/TERMINAL) " 1
Dietary concentration of Flutriafol
HEOPLASTIC KORPHOLOGIES 0 by oo ® g 200
REMOVAL REASOM: TERMINAL SEX; FEMALES PFD ppa pPpa ppR ppat
FERALES OR STUDY 50 50 50 50 50
ANIMALS COHPLETED 30 21 24 26 23
ADRERAL GLAMD
EXAHIIIED........... raanan 29 Fs ) 23 26 7
HISSING..ceneens 1 [ 1 [} [4
Cortical adencm (BEHIGN).... 1 0 0 0
BLADCER
e b b e e e e v e bde ke as U TR BB e e e 30 21 23 23 23
MISSINB.. ... +eciaccanuracsoamanes estissiverserervseutrantatTae g 0 1 3 1}
Histlocytic sarcoms.. (MLIGNANT)........... ceseserarananrens 1 1] [} 0 0
BONE MARROW
CRAMINED. s 0 osicccacnrrnrceinneronanaavsasenrioncnasannns 30 21 24 26 23
Angioua..(BEN SN)......... e wraestane N susaaiaaronrarann [} 9 b] [} ]
BUIIAHEMJR)
............. s eseasnatesssbtatsertnriasmrrrasssiuren 36 2} 24 26 23
Ssteosarcoma. NALTGRANT). ..., 000 0 o0l lllllmimiiinns o 0 1 [ 0
CERVIX
EXARINED.. T R T T L LT TR T T e rppp 28 19 24 25 21
HISSENG...... atrrrsonenvare 2 1] 1 2
Histiocytic sarcosa. . (HALIGHMT).. tessrainreens 2 ] 1 1 i
GENERALISED NEDPLASIA
1'¢e i....... I NeesanebBoaseub el ik thaens Cokmeae g: %2 g: g 21
13 homa. . 4satmearnencie 18
“isgi t*c‘vgrcca..‘-MXENAN‘})...........,......... i 8 1 1 4
HARBERIAH GLAND
eteasneseroooreiaritntorsrresanntssinnsen [ tenve i) 21 23 26 23
HSSUIG............ bemenEresnsvause Ry sdesdeatorrantonordodie 1 1] 3 [] [
Adenoma.. (BERIGH)... e et o a e b} 0 0 0 0
LIVEl
EXMIHEB.. ww 30 21 24 26 23
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FLUTRIAFOL : TMO Y;:g. FE;DWG STUDY IN MICE
INTERGROUP COMPARISON OF NEOPLASTIC FINDINGS cmsnummmmm)mz .

Betary concentration of Flutrdafol
NEQPLASTIC MORPHILOGIES . 16 80
REMOVAL REASON: TERMINAL SEXs FEMALES ppa Ppm P P

FEMALES ON STEDY 50 50 50 50
ANIKALS COMPLETED ' 30 Fal 24 26

LIVER (CONTINUED)
Hepatocelludar uem..éamm)......................... vane

B8 §§

oo

igsarcoma. , (MALT
ﬁt”:ﬁ&m sm{cm... {MALE

L LY PN P R T P TR R R
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(=114
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aona

WWBW BN PG IOPRRESES G NRIEDNCESS

IHED s s vonrearnanseorvinmnonasnonsaasrnnuuics tomevenesne
Adennaa, . (BENIEN) csevauscroorvoa cresstenresrssvies
Adenocarcinoma, . (MALIGNART) . ccveseoncncoocnnrasnvinnnsonsneenn

LYNPH RODE-HEPATIC
mmi']t]i'i""""'iﬁf\ii"'"i tesasisetiterasroacasrrst sy
o b M et o et

LYHPH NDDE-MESENTERIC
EXAMINED. vaesopvrvearsennanseacassanninuiaassss riascovnavanunn 32 23 24 205 2

Conposite ynphma (HAUGIIANT)...”....................‘.....,,...4
LYMPH NODE~THYMIC
EXAMINED

B R P R N LA RE IR R TR Y | RV R YR TN Pt

omd
™~
)
wa

(=1 3
owd

Qﬂg

[—4
Qb o
[~1-~1-]
kot Ly

=1

oo
s O
[—1-1-]
owwn
oo
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OVARY

EXAH]IIEO ----- B 0 RCPEAIINEIAINEINPITIIN st astdbvatRasacsngltred s
MISSIES..... hasabe it ee b v aveansaan essounssnsisvraansn
Sranuiosa ceil umour..(imi(‘-ﬂ)...............................
Haemangtoma, . (BERIGHY vec.niivnvsesanetnrioncnneosresnionenannn

PITUITAKV GLAKD
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FLUTRIAFOL : TWD YEAR FEEDIHG STUDY IN MICE

A
INTERGROUP COMPARISON OF NEOPLASTIC FIIDIHGS (lMERﬁJRREﬂTﬂERHlmL) 3
Dietary concentratioa of F‘Iutr‘iafo'l
i 16 50

HEQPLASTIC MORPROLOGIES 200
REMOVAL REASON: TERMIRAL SEXs FEMALES pom Ppa ppm PR PP
fEHAI.ES ON STUDY 58 50 50 50 50
ANINALS COMPLETED 30 21 24 6 23
PITUITARY GLAND (CNTIM!ED}
AGen0AR..(BENIBH}. . .vvvv s vt iama e nane van 6 8 8 8 3
[ 2 T k] 21 24 26 23
Fibroma, . {BENIGNY ceee s vuuaranennn eaenaracreretsretecrannoaes ] 1 i 0 [
SkutL
EXAMIRED......cvninnncnas b esieuadeassmrnarsrrsanonar 0 0 [1] [ 1
Osteosarcnna..(MLImﬂT). redvadnsasntannean resrnreserarrants ¢ [ 0 3] 1
SUBCUTANEOUS TISSUE
EXAMINED, ¢vvannnnreninanas 1 0 1 L 1]
Histiocytic sarcona..(MLIEum).-. [} 0 1 1] [1]
.................... G ieseviapiamecsasanEdeORO BT Y bR aa e b 28 20 23 24 20
MISSING.. ereiteregees s ribabeasananRlosusrBetrRan 2 i 1 2 3
Hist1ocyhc "sarcoma, . (MALIENANT ). . . v aricairerrianeres 0 1 0 [ 0
THYROID GLAND
30 21 24 26 ¥
0 1] 0 0 b4
1 0 1 0 D
1] 1 ] i} o
RUS
EXAMIMED, .o oninsuas sese 30 20 23 26 23
L A S S SR N
noma. . . vess
Adenocarcinoma. . (WALIGNART}- .. vevrsnenns ceasrenss [ 1] 0 0 1
HistSocytic sarcoma. (MALTERANT)... .. .ceviriecsnonnainnusrania 0 1 2 2 1
FLUTRIAFOL : D Y%:ﬁ FEEDING STUDY 1IN MICE
INTERGROUP COMPARISOK OF NEOPLASTIC FINDINGS {INTERCHRRENT/TERMINAL)
FABE: I
Rmegnrmrn: MORFHOLOGIES 0 Dfetarﬁ CO'ICQHtI‘;B“NI of F‘gsl‘ fafol
L REASON: TERWINAL SEX: FEMALES ppo o pra oPm o
FEMALES 0N STUDY 0 0 50 50
ANTHALS COMPLETED o z u 26 3
UTERUS
Angtou..(BEﬂ a")-----u -.---..u...s‘.:??..rf{a.,f?!.......... 0 1] 1
Composite Vymphoma. . (MALIGNART). ... ... \vouue.. SRR i} (1] 3

0 ¢





